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M 
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^ :t r;,t : , t : N:\CRF4\11292002\l813279B.raw 

A ! n /: CAN';' : W; ; ^ci ^ t h 

Hurin.i! 1 , kit ,i 

r^or aVer:, Hi r\u^i d A 

T'JTAk OF ■] NVKN'l ION: IMPROVED MFTliOD FOR DETFCI'ION (iR 
<]3i")- ?-]LR RFM-:RRNCF: ];:74 3/6 

<"i'M- CFRRFriT AI ■jiO (.7\T 1 CN NuMRFR : US 09/813,2798 
<141> CURRENT FILING DATE: 2002-11-13 

-^.1311 ■ RRK'^R A1'F3.1(^AT.10N NUMBER: IJS60/269, 336 
-13] • ]'R1('R FIR] NO rv\3E: 3001 -03-16 

■ nUMREf 01-' SEO 1 0 NOS : 8 
•-17( ■ RCiFTVJARR: Rat:r*nt]n vers i or; 3.] 
■;3:(3. 2FQ 117 NO: 1 
•7 0 0 RR:J03F: 34 4 
l; :■ TYI-^E: PRT 

130- C'ROANISM: Artificial Sequence 
2i-:- FEA.TUFE: 

■30ii77 CTHER INFORMATION: Mutant of LucPpe2 lu^aferase 

-'JOc; seoue:kcf.: 1 

M*;t 7^1a Asp Lys Asn lie Feu Tyr Gl.y Pro Glu Pro Pho Tyr 

' t 10 

A, a I:sp Gly Tnr AJ a Gly 31 u Gin Met Phe Asp ALa Leu Ser 

23 30 

A: a Asp lie Ser GJy 3ys lie Ala Feu Thr Asn A. a His Thr 

33 4 0 4 3 

I-^^n Val Leu lyr Glu Glu Phe Leu Lys Leu Ser Cvs Arq Leu 

^0 ^3 3 60 

Ser tne Lya Fys Tyr Gly i.eu Lys Gin Asn Asp T)ir lie Ala 

7 0 7 3 

Ser vOu Asn 31y Lfiu Gin Phe Phe Leu Pro VaJ I :..e Ala Ser 

3 3 90 

Leu Gly Tie lie Aia A 1 rro V,^l Ser Aso I,vs T\^r llo Glu 
inn in:.. ' ^ ' , , ^ 

^-'■''■^ ^^'^ ^^^^ 3er ],eu Gly . ..i e Va i Lys Pro Arc^ lie lie Phe 

lib 120 " 123 

Ly^ Asn Thr Phe (31 n Lys Val Leu Asn Val i.ys Ser Lys Leu 

:33 140 

Val G;u Thr lie lie lie Leu Asn Lruj Asn Glu Asp Leu Gly 

143 i2(; ]5r^ 

^^1^1 '-V^ ^^'"^^^ Asn Asn Pne lie Ser Gin Asn Sc-r Asp Ser Asn 



1 ''0 



Va ' T 



Pro 
13 
Arq 

Lys 

Ala 

Val 

Leu 
93 
A r" o 

Cys 

Lys 

Gl y 

Leu 
1 7i. 



Leu 

Tyr 

01 u 

Glu 

Gys 
8 0 
Tyr 



3 a r 

Tyr 
] 60 
As]:^ 



1 s [ 



M a Asn A 
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■ e.- 






















3 "'3 










31! ; 


u \ \ 


r o i 


r 1 ■ 




V' 




(3iy Mt;^ 


Mot. 


Thr 


Tm r 


hr-u 


- y 


Tyr J 


3h*-' ' 


lA r 










4 3.. 










^ ' 3 C.; 










3 3 






. y 


1 y 


33t- A> u Veil 


3/;: 1 


3jeu r 


4 0 1.. 


H i s 


Thr- 


ITu.; 


Giu (. 


: 1 U 


Lys ■ 


..^_rU 


lu-- 


■-^\) 






u 3 










3 o3 
















^ t 1 


c 


.1 n 




I n 


A s 


Tyr 


' y 


V..A1 


(.■ 1 ij 


' t.^ I' 


Till 1 


.■ (S U 


1 . i.r U ' 


/ a 




] :K) 














y. 3 (..) 










3 3 3 








i 1 < 


3:i r 




r-^M A.la 


iAie 




A 1 3 




;3e !■ 


Al 


L e u 


Vc^.l 


'3i u 


L v s 


Tyr 


Asp 


1 11.1 




3 30 








3 J 










30G 










1.1/ 




.3 < I 


H 1 s L .eu 


J..ys 




1 .1. 0 


A. a 


;3er 


G]y 


GJ y 


A]<.-:i 


lA (...) 


i u 


r> e r 


Lys 


1 










3 1. 0 




















3 .3 3 


1 ] : 


■3 1 u 


1 J 


( ■ 1 y 1 u 


Met 


Va .1 


'^y -■' 


Lys 


Arq 


?h-' 


L\os 


Leu 


i\ s : 1 


Phe 


Vr^ 


Arq 


1 13 








:> Z b 










3 3 ■ 














J 1 ') 


1 n 


i J 1 Y' 


3y.r -ny 


Aou 


Th .r 


I'LL M 


T:i.r 


Tnr 


3e : 


A; a 


Vc 1 


Lo u 


1 ,. e 


I3hr 


Pro 


1 : 






..5 4 ( ) 










34 3 










33 0 






1 3 


■3ys 


1:3.1. V 


As|; Al,- 


.3rq 


Pro 


Gl y 


' i" 


Thr 
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Lys 
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•3a 1 


Pro 


31-1 e 


H i s 


1. ■! 






.' ^ 3 - J 








.3 1 ) 0 
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1. ■ 


3n 1 a 


3^a ] 


J J y : ^ -3 a ] 


\'a J 


Asp 
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ly/s 
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G., y 
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37.;; 
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?!■:■ 


'3 i -J 
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Me t 
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1. ■•■ 


:'3 3 








3 9 1 
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1 ■ ■] 


Tyr 
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/^.sii i3Ia 
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r\} a 


Th.r- 


J.j 0 


A 1. a 


11- 


1 e 


Asp 


/iS n 


Asp 
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Trp 


1 -. 








4 T) 5 










4 1 a 
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1 ■ ■ 
1 . ' * ' 




Ar-:^ 


3er G.ly 
4 i'^ '3 


/-\S p 


I -1 


A., c: 


T '/.T" 


Tyr 


ASF' 
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As p 


Gl y 


H :.. s 

430 


Ph^r 


Tyr 


] .• 

1 ■; :"i 


r le 


Va 1 


J\s}j Arc 
4 3!j 




-^y '- 


oc? 


3jeu 

1 1 ('1 
4 4 IJ 


AU: 


^3' - 


Tyr 
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] .)■] 
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4 !) 


1 .L e 
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Gly 
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Val 


G'^. n 
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3 1 0 
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<:n7. 
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r-.:'l: 
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'/I) ] 
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/ i J ,s 






\\ i s 








1 1 
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Am. 


Thr 


' 1 0 




] 90 
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/ 1 .-^ 
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L.. y 


Leu 






9y^. 


Lys 




ij* ; U 


] 


Met. 








] \^ 9 


. : 9 




Thr 


H.:i s 






9] 0 






Tr.r 




G.ly 




A >: 9' 






: ^ 7 


I 1 


F-9.e 


H .:i s 


/■'1 8 








/•I 1 

'] ;■; 




(91y 


Fhe 


? '\ 


Leu 


(9 In 


Ser 


.''](:■ 






2 7 ; 


/A 9 


Thr 


L f.-: u 
9 9;^ 


M(}t. 


■ - I. f\ 




9 ( r" 


H .:. s 


/ ' ) 






g:. y 














'v ' ! y 


Asp 


. 


A 1.1 


99 i : 


Lys 



V,..J 



my 

J ]e 

1 9 (J 
S e 1" 

Lhe- 

] 1 i: 1 [ f. 



( ^ : V 



i: 



Asr: 

Phe 
1 8 0 



Lys 

L y s A ; ;> r"i 
As I; A."., a 



His G.^.y }-'he G.] y 



Aid 

Gly 

j.ys 

i 1 
] 90 
IT-ie 

Pro 



lie 
i J 

9 30 
he 



P^Sv 

Pre 
I. i e 

\0i .1 

i 9 9 



\'s se 



e ■ Pii <j L(.^r ! .eij 



Tyr 

(Oly 

Vd 1 
9 1 9 

A .'-7 Pj 



\sri Ast > Py:- i'yr J i A\ \i 

i 1 ] 0 

-y s I r t.. A r q lie- Va j ]''he 
] y 9 

ee. V,: : Pys pt./r Pys Peu 
i ■]{) 

..-a Asa Gla Asp Pea (My 
i97, 

• 1 a A:aj 9rr A:-^f) ;9-}i Asa 

Arcj Asp Asp Gin 



1 r.t^ A:-a 



i ■ h r- 



t r e ; r 



Arq 
9 60 
Leu 



/. -i ^1 
Val 



u 



G...n 



Vai 

Asp 

Lraj 

: ': 0 9 

Leu La^s (i 1 u ] i e 



Ala I'l'Li} 



M( q- 
M.q. 
Tyr Lys 
Ala J-ys 



09i y ia"a.j Pro Lys (PL y 
a ID 9 

la St -r L^^u Ai a Lys 

29 0 

Trir A.W.1 lie Leu Thr 
2 9 [j 

i h r Thr Leu Giy i^yr 



:i i s iOii Ph(} Gl u Gi u Pys 

9(;9 27 0 

Va ! (Pa Sf-r Thr Leu Ia:eu 
■;■ p [ , 

Ser Aia Lfsj Val Glu J.ys 

3 1) 0 



1 vs ::*-a /^sa 



Arq Giu 

I'ys r^er 

,a/s S(.r 

Giy Lyr 

1 aO 

9'ai Aia 

Vai Mrat 

Asp L r a 

Va : 1 i 

2 4 0 
]G-ie Thr 
.:9 9 

Li'U 11a? 

V.ii Pro 

Tyr Asp 



fAy laaj i hr 
9 4 0' 

Al Lys 1 T c 

Va : Val Asa- 



a o Tiir i'h: G! y Ly;- 



Tr.r I I < 



l.eu (i 1 y 9aa^ Asa 
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A:\09-813, 279 Sequence Listing.txt 
N: \CRF4\11292002\I813279B. raw 



^ i ^-^ ^ ^ < ■ A^n^ A:j:. A-r 



1 1//S Tyr ].,ys GJ y Tyr Q'\u Va : 

'^^-"^ ^■■^^■'^-^ ^-^^-^ '-^^y ^1^-^ AO. I,.. Glr. H:. Pro Ty.: i A.- v.: 

'A' A J 4(jjj 

;^;;[: ''^^^ '"-^^ "^^^ V:^' ^■^'^^■"^ ^^^^^^ ^"^'-^^ ^-^^^ -^^^ ^^^y ^-^i'^ ---u mc, 

4 7:; 4^f, 



-■"0 4^ A) 

. - ' ' J: ^ 



' ' ' -^'^ '''^ -^y Ly^^ Tyr Leu Asri GJu (An 1 J r- 

4^^0 ,^9^ 

''"^ ^'-"^^ -^^'"^ ^'^^^P ^y^ ^'^^1 aJo Aei CA.ri \Ai 1 Sf r Th- a Ai ^ Trp ^ c'^ ^ — 

AA: 100 

:[.:; '^^y '^^^ ^-^^^ ^'^^--^ ^-^^ A^p GJu ne Pro Lys Gly Sor Thr GJ y Ays 

^'^-^^ ^-'-^ --^^ ^^--^ ^^g Gin Mot Phe GJu Ays H 'j s Thr Asn GJ y 

^ ■'-•10 • SPn J n KO: 
>M -^A 1 ■ LEr:GTH: 544 
A) -^.ny ■ T'YI P: FkT 

■A]^. ORGANISM: Art.jficiaJ, Sequence 
>-P'> ■ G-AA- FEATURI-A 

''^^^'^^ JNFORMATJON: Mutant oi LucPpe2 luciferase 
"^^^ ^^^'^ ^^^-^ ^^^u Tyr Gly Pro GJu Pro Phe Tyr Fro ],eu 

^''^ ^^^P ^'^y ^^-^ -iy GIu G.h Met Phe Asp Ala Leu Ser Arq -vr 

2i: o.: ^ 

4 J 4 5 



''--^ ^■■^'^^ t^'' '^ly -^y-^ Lr-u Thr Asn Ala His Thr Lys GJ 

^'^^^ ^'-^ ^-'-^^ Pf'« I.ys Leu S<:r Cys Arq Leu A.la :^]u 



-'-^ ^'^ 60 

:A ^"'^ -'^'^ ^-'^ Cln Asi. Asp Tnr llo AJa Va 1 rys 

f '-^-"^ ^-^^ Ser Leu G.ln Phe Phe Leu Pre VaJ lie Aha S^r L.= u T-r 

^''^ "'y ^ '^ - ^^^^ ^^'^^ •■•'^-o Val A.= n Asp Lys Tyr He G.l u Arq Glu 

^ ^ 105 „o 

■ "■■■'^ i'f-u '-jy He Vol Lvs Pro Ara t uk,. p,.,, 



1 2 [, 



'^^^-^^^ -I^J^ the ein rys VaJ Lcoj Asn - i ^o- >- ^ , - 

^- ^ ^^^^JJ ^^-^i- J-A'"^ -^--r uv,r. nea j^ys Gf-A' 

1 Aj ^ ^ 



? asp Leu Asn Asp Isp Leu Gly Gly Tyr 

G \) 



; '-y^ '"''^ ^^^-^ ser Gir, Asn Ser Asp Ser Asn Leu Asp 

'f^'-. 17 0 17.,. 
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A:\09-813, 279 Sequence Listing.txt 
N:\CRF4\11292002\l813279B.raw 



■ 1 y /^mj a.] o 1 .1 1; Asri f o 7'} 

'-^-iy rru' G.iy Met. Mt't '"hr Tlii [j.u 



2 4 ( ) 



' ^^'^^ '^'^^ '^^^J H'-t. His -\a ihr (iJu . ' U-M Ph<- 

: ^""^ '-'"^ ^-^-^^^ ^-^P 'J'yr I//S Val ;;iu Ser Thi I., u I.mj V. i Pro 

^' -^^''^^ 0 0... 

Thr y.-i. Mot. A.la Pne Le:j A^ . 



1 a 



, . '''(-r /^Ja ],,MJ GJu l.y;: TVT A..;r. 

■ • -.00 ' • 

3;;;' ''-^^ '^^^ ^-<^ -'^^'^ C^Jy C-ly AJa :ro l.ou Ser ],ys 

'--^ ^'<^- J^V^ lys Arq rh.. leu Asr. 11,0 Vai An;! 

' ■ "'"^ f^- 

^ '"-y ^^^V L^eu Thi- GJu Tr.r Thr Ser Ala VaJ i^eu t j ^hr P-o 



Prc' Phe H ■; s 



'''y ''--P AI.3 Lys Frc. Gly Ser Thr Glv Lvs Tjp y 
^'-'^ ■'^■^ ^'^^ Pro Tr:r Thr Gly Lys ]le I.^ . Gly Pre. A-n 

'''' Tyr Phe Lys Gly Pro M-^t V.o M.^ Lys Gly Tyr 

: : " 3:^5 4co 

JJ^ ^^^r Lys Ala lie lie Asp Asn Asp Gly Tzp 

%l ^-l'^ ^i'^' 1':/^ Tyr Asp Asn Asp Gly H:s Phe Tyr 

ip, ^^-^ Lea Lys Ser Le , He Lys Tyr Lys G.y ^yr Gin Val 

'P" ^'-^-^ G^y Leu Leu Gin His Fro Tyr He Val 

..•■^ Asp Ala Gly Val Thr Gly lie Pro Asp Glu Ala Ala Gly Gl. T,e„ p.. 

"'^^ ^'^-^ y:^; Glr, Thr Gly Lys Tyr Leu Asn Glu Gin 111 

4 95 



485 4 C.C 



44' Val Gin Asp Tyr Val Ala Ser Glr; Val Sei 

_ 505 .no 

-J^. Uiy Gly Va... j.e Phe Leu Asp G1 a He Pm i ri,, c,,, -ru,.. . , 

45 ■ t ' r^.-. ~' ^' " '"'y "'y-' 

!P ''^ I'V^ Val Leu Ara Gin M,;.,, Peu Glu Lys llts Thr Asn G]y 

<.U0 ■ fiKQ IP MO: 4 
4'^0 v.:] 1 LKNG,1H: 54 4 
46] -GMIP. TVP'K: i PT 
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